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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^l Responsive to communication(s) filed on 24 December 2008 . 
2a )□ This action is FINAL. 2b)^ This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-23 and 26-31 is/are pending in the application. 
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5) Q Claim(s) is/are allowed. 

6) IEI Claim(s) 1-23 and 27 is/are rejected. 
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8) D Claim(s) are subject to restriction and/or election requirement. 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
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1 1) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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DETAILED ACTION 

Claims 1-23 and 26-31 are pending in the instant application. Claims 26 and 28- 
31 are withdrawn from further consideration pursuant to 37 CFR 1.142(b) as being 
drawn to non-elected subject matter. The withdrawn subject matter is patentably distinct 
from the elected subject matter as it differs in structure and element and would require 
separate search considerations. In addition, a reference which anticipates one group 
would not render obvious the other. Claims 1-23 and 27 are rejected. 

Information Disclosure Statements 

The information disclosure statement filed on May 7, 2008 which consisted of 
one page was considered and a signed copy of form 1449 is enclosed herewith. The 
other information disclosure statement filed on May 7, 2008 fails to comply with 37 CFR 
1 .98(a)(3) because it does not include a concise explanation of the relevance of some 
of the references (i.e., (1) Ash M. et al., (2) Atherton, E. et al., (3) "Drug Bioavailability: 
Estimation of Solubility, Permeability, Absorption and Bioavailability," (4) McCutcheon's 
Emulsifiers and Detergents, (5) "Tensid-Taschenbuch," and (6) WO 99/67278), 
therefore, those six references have been striked out in the signed copy of the 1449 
form or were not considered. Also, the above listed references do not contain pages 
with relevant information (i.e., just the table of contents, title pages or a list of US Family 
Members are submitted). 

Election/Restrictions 
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Applicant's election of Group III, claims 1-23 and 27, and the species disclosed in 



2008 has been acknowledged. Because applicant did not distinctly and specifically point 
out the supposed errors in the restriction requirement, the election has been treated as 
an election without traverse (MPEP § 818.03(a)). 

The requirement is still deemed proper and is maintained. 



The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-23 and 27 are rejected under 35 U.S.C. 103(a) as being unpatentable 




claim 21 or 



in the response filed December 24 



Claim Rejections - 35 USC § 103 



over WO 99/67254 (Erickson et al.) in view of US 2002/0049164 (Demuth et al.) further 
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in view of Meester et al. (Immunology Today, Vol. 20 No. 8, August 1 999, pages 367- 
375) and WO 99/33792 (Hale et al.). 

Determining the scope and contents of the prior art 

Erickson et al. discloses compounds of formula (I) which are retroviral protease- 
inhibiting (abstract), such as the first compound listed in Table 4 on page 57. 

Demuth et al. discloses prodrug compounds of inhibitors of dipeptidyl peptidase 
IV (DP IV) which have the general formula A-B-C wherein A is an animo acid, B 
is a chemical bond between A or C or is an amino acid and C is a stable inhibitor 
of DP IV (abstract). Demuth et al. also discloses that when a prodrug compound 
of formula A-B-C interacts with a DP IV molecule, it is cleaved by the enzyme 
into the groups A-B and the inhibitor C ([0017]). 

Hale et al. discloses prodrugs of a class of sulfonamides which are HIV aspartyl 
protease inhibitors (abstract). 

Meester et al. discloses (page 367, 1 st paragraph) that CD26 is identical to 
dipeptidyl-peptidase IV and has a high selectivity for peptides with a proline or 
alanine at the second position and cleaves off dipeptides at the N-terminus of 
such peptides. 

Ascertaining the differences between the prior art and the claims at issue 

Erickson et al. does not disclose peptidyl prodrug derivatives of the compounds 
of formula (I). 

Demuth et al. does not disclose compounds of formula (I) of the instant claims 
minus the amino acid groups or (Y-X)n as the inhibitor compound or C in the 
formula A-B-C of the prodrug compounds. 

Hale et al. does not disclose the same type of prodrugs (i.e. peptidyl prodrug 
derivatives) or compounds of formula (I) of the instant claims. 

Meester et al. does not disclose the prodrugs of the instant claims. 

Establishing a prima facie case of obviousness 

Since it was known in the art at the time of the invention that prodrugs of HIV 
aspartyl protease inhibitors have been successfully made (i.e., Hale et al.), that 
peptidyl prodrug derivatives of compounds are cleavable by DP IV and are useful 
(i.e., Demuth et al., [0017]) and that CD26 has a high selectivity for peptides with 
a proline or alanine at the second position (i.e., Meester et al.), it would have 
been obvious to one of ordinary skill to take the compounds or inhibitors of HIV 
aspartyl protease disclosed in Erickson et al., make peptidyl prodrug derivatives 
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wherein the amino acid in the second position is proline or alanine and arrive at a 
prodrug of the instant claims with a reasonable expectation of success for 
obtaining a prodrug with the same activity. It also would have been obvious to 
one of ordinary skill to experiment with the number and type of amino acid 
groups added to the end of the compounds or (Y-X)n as a way to alter and 
perhaps improve (i.e., for pharmacological use) the properties of the compounds 
(i.e., the solubility, hydrophobicity, degradation rate, etc.). 

The motivation would have been to make additional prodrugs of compounds 
which are well known to inhibit HIV aspartyl protease and are useful as 
pharmaceuticals. 

Thus, a prima facie case of obviousness has been established. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to KRISTIN BIANCHI whose telephone number is 
(571)270-5232. The examiner can normally be reached on Mon-Fri 7am-3:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on 571-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Kamal A Saeed/ Kristin Bianchi 

Primary Examiner, Art Unit 1626 Examiner 

Art Unit 1626 



